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Abstract: 
Background  Although distinctive neuropsychological impairments have been delineated in 
children with chromosome 22q11 deletion syndrome (22q11DS), social skills and social 
cognition remain less well-characterised. 
Objective  To examine social skills and social cognition and their relationship with 
neuropsychological function/behaviour and psychiatric diagnoses in children with 22q11DS. 
Methods  Sixty-six children with 22q11DS and 54 control participants underwent 
neuropsychological testing and were administered the Diagnostic Analysis of Non-Verbal 
Accuracy (DANVA) for face and auditory emotion recognition, a measure of social cognition: 
their parents/guardians were administered the Social Skills Rating System (SSRS) – parent 
version, Child Behavior Checklist (CBCL) – parent version and the Computerised Diagnostic 
Interview Schedule for Children (C-DISC). 
Results  The 22q11DS group exhibited significantly lower social skills total score and more 
problem social behaviours, lower neurocognitive functioning, higher rates of anxiety disorders 
and more internalising symptoms than the control group. Participants with 22q11DS also 
exhibited significant deficits in their ability to read facial expressions compared with the control 
group, but performed no differently than the control participants in the processing of emotions by 
tone of voice. Within the 22q11DS group, higher social competency was correlated with higher 
global assessment of functioning and parental socio-economic status. Social competency was 
worse in those with anxiety disorders, attention deficit hyperactivity disorder, more than two 
psychiatric diagnoses on the C-DISC and higher internalising symptoms. No significant 
correlations of SSRS scores were seen with IQ, executive functions, attention, or verbal learning 
and memory. No correlations were found between social cognition and social skill scores. 
Conclusion  Our results indicate that social skills in children with 22q11DS are associated with 
behaviour/emotional functioning and not with neurocognition. Thus, treating the behaviour or 
emotional problems such as attention deficit hyperactivity disorder and anxiety disorders may 
provide a pathway for improving social skills in these children. 
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Chromosome 22q11.2 deletion syndrome (22q11DS), also known as DiGeorge syndrome or 
velocardiofacial syndrome, is the most common chromosomal microdeletion in humans, 
occurring in 1 in 1600 to 1 in 2000 live births (Shprintzen 2008). The physical phenotype 
associated with 22q11DS is variable; the most common manifestations include conotruncal heart 
abnormalities, velopharyngeal insufficiency, hypoparathyroidism and immune deficiency 
(Shprintzen 2000, 2008). The neurocognitive impairments in individuals with 22q11DS have 
proven to be more consistent, with deficits occurring in 80–100% of affected individuals. The 
mean intelligence quotient (IQ) is reported to be 75 and almost 50% will have a diagnosis of 
intellectual disability (Swillen et al. 1997; Woodin et al. 2001). A complex array of deficits has 
been reported, with deficits in visual-spatial processing, executive function, attention, verbal 
learning, working memory, arithmetic and language, with relative strengths in selected reading 
and spelling skills (Golding-Kushner et al. 1985; Gerdes et al. 1999;Lewandowski et al. 
2007; Simon et al. 2008). These impairments lead to poor school performance and more 
generally, to lower adaptive skills. Similarly, behavioural and emotional problems occur in 
approximately 50% of children with 22q11DS, including attention deficit hyperactivity disorder 
(ADHD) and anxiety disorders (Swillen et al. 1999, 2000). 
Social skills in children with 22q11DS have not been as well characterised as other behavioural 
problems. Earlier descriptive reports included poor social competence, concrete thinking and 
difficulties generalising previous experiences to novel situations (Golding-Kushner et al. 
1985; Furst et al. 1995). Although a few recent empirical studies have confirmed the presence of 
social skill/social behaviour impairments in children with 22q11DS (Woodin et al. 2001; Kiley-
Brabeck & Sobin 2006; Jansen et al. 2007), others have reported no differences in the social 
skills of children with 22q11DS. In one such study, children with 22q11DS were no different 
from an age-matched comparison group of individuals with developmental disabilities on social 
problems as measured by the Child Behavior Checklist (CBCL) (Feinstein et al. 2002). A second 
study of infants and toddlers with 22q11DS used maternal reported social adaptive milestones 
and these were described as being intact (Roizen et al. 2007). Because these studies did not use 
healthy control groups or utilised very young children with 22q11DS, the social skill 
impairments in the 22q11DS group may not have been as pronounced. Thus far, only two studies 
have examined the relationship between social competence and neuropsychological performance 
in children with 22q11DS (Kiley-Brabeck & Sobin 2006; Jansen et al. 2007). Kiley-
Brabeck et al. (2006) found an association between poor social competence and poor executive 
function, whereas Jansen et al. (2007) did not find an association between poor social 
competence and IQ in their cohort of 22q11DS. We have reported previously that poor social 
competency correlates with lower socio-economic status (SES) in 22q11DS, which raised the 
possibility that social skills competence may be improved with interventions aimed at improving 
access to services and other resources (Shashi et al. 2010). Other correlates of the social skill 
problems in 22q11DS have not been examined. 
Relatively little is known about the social functioning of children with 22q11DS in the context of 
the increased risk of psychiatric disorders in these individuals. Debbane et al. (2006) reported 
that social functioning in 22q11DS was worse in those with psychotic symptoms than in those 
who do not have psychotic symptoms, similar to the findings seen in studies of individuals at 
high risk of schizophrenia in the general population (Miller et al. 2002; Johnstone et al. 2005). 
This finding underscores the importance of social functioning as a correlate of psychosis, or 
perhaps psychiatric disturbances more broadly. 
Social cognition, referred to as the mental operations underlying social behaviour, is a broad, 
multifaceted construct that refers to the cognitive and emotional functions required to understand 
and predict other people's mental states and behaviour; the term includes a diverse array of 
processes such as emotional processing, social knowledge, theory of mind and attributional style 
(Adolphs 2009). A few studies have examined face emotion recognition as an indicator of social 
cognition deficits in 22q11DS. In an fMRI study, Andersson et al. (2008) reported a lack of 
activation of typical face processing networks in adolescents with 22q11DS, with deficient 
activation of the fusiform gyrus in response to neutral faces and lack of activation of the superior 
temporal sulcus in response to fearful faces. Another study in adolescents with 22q11DS 
examined emotional face stimuli processing using visual scan path, and reported a visual scan 
path pattern that differed significantly from the controls; fewer fixations and shorter scan path 
length. The 22q11DS group was found to spend significantly less time in looking at the eye 
regions of faces and more time looking at the mouth region. They also demonstrated decreased 
accuracy for recognition of fear and disgust relative to controls (Campbell et al. 2010). 
Similarly, Glaser et al. (2010) investigated eye-gaze during a face-processing task and reported 
that children with 22q11DS spent less time on the eyes. A reduction in eye-time during facial 
emotion recognition has been thought to be related to impaired emotional perception in children 
with autism as well as in typically developing individuals (Klin et al. 2002; Schyns et al. 2002). 
Interestingly, Glaser et al. (2010) reported that the time spent on the eyes was less in those with 
lower IQ and higher anxiety, providing preliminary evidence that neuropsychological 
functioning and psychopathology may modulate social cognition in children with 22q11DS. 
Individuals with 22q11DS demonstrate high rates of psychiatric illnesses, the most significant 
being schizophrenia-spectrum disorders, which occurs in 10–25% of affected individuals, 
beginning in late adolescence/early adulthood. Furthermore, 30% of adults go on to have a 
diagnosis of schizophrenia (Shprintzen et al. 1992; Pulver et al. 1994; Papolos et al. 
1996; Murphy et al. 1999) and social cognition in the form of theory of mind is worse in those 
with psychosis than in 22q11DS patients who do not have psychosis (Chow et al. 2006). 
Research studies have documented impairments in social cognition in patients with 
schizophrenia in the general population, frequently in theory of mind, emotional perception and 
knowledge, and social perception and knowledge. In this regard it is thought that social cognition 
may be more predictive of poor functional outcome than neurocognition in schizophrenia 
(Fett et al. 2011; Mancuso et al. 2011). Poor functionality is common in children with 22q11DS, 
even before the occurrence of psychoses, adding to the decreased quality of life as well as 
increased parental stress (Kobrynski & Sullivan 2007; Hercher & Bruenner 2008). These factors 
indicate the potential importance of understanding the social cognitive deficits as a first step 
towards improving these deficits in children with 22q11DS and increasing overall functionality. 
We undertook an investigation to examine social skills and social cognition (emotion 
recognition) in children with 22q11DS, and to examine the associations between 
neuropsychological functions, psychopathology, social skills and social cognition in these 
children. Our hypotheses were that: (1) children with 22q11DS would have significantly lower 
social competence and social cognition compared with control participants; and (2) poor social 
skills in children with 22q11DS would correlate with neuropsychological functions, social 
cognition and psychopathology, specifically attention problems, anxiety disorders and the 
presence of multiple psychiatric diagnoses as well as the SES of the family. Figure 1 shows a 
conceptual model of the predicted relations between the different domains that we measured. To 
our knowledge, this is the first study to examine the interrelationships of social skills, social 
cognition and other neuropsychological findings in children with 22q11DS. 
 
Figure 1. Path diagram representing hypothesised relationships between Social Skill, Social 
Cognition, Neuropsychological Functions, Psychiatric Diagnoses and SES, in children with 
22q11DS. 
FIGURE 1 IS OMITTED FROM THIS FORMATTED DOCUMENT 
 
Methods 
The study was approved by the Institutional Review Boards of Duke University Medical Center 
and Wake Forest University Health Sciences. Informed consent was obtained from the 
parent/guardian of the children who participated in the study. 
Participants 
Participants included 66 subjects with 22q11DS and 54 controls. The 22q11DS participants were 
enrolled through the genetics clinics at Duke Medical Center and Wake Forest University. The 
control participants were age (within 9 months) and gender-matched to the participants with 
22q11DS and were recruited through the local paediatric practices and public school systems. 
SES was ascertained from all participants by using the Hollingshead and Redlich scale 
(Hollingshead 1975; Hollingshead & Redlich 2007). Children (22q11DS and controls) with a 
history of psychosis, bipolar illness or major depression were excluded from the study, as these 
participants are part of a longitudinal study assessing risk factors for psychosis in 22q11DS. 
Our cohort of 66 subjects with 22q11DS was representative of the population of children with 
this disorder, as the vast majority was recruited from the genetics clinic, where overall care is 
provided to these children and not from any subspecialty clinic. The 22q11DS and control 
groups did not differ on sex composition (52% male and 54% male respectively, P = 0.81), age 
(10.5 ± 2.6 years and 11.0 ± 2.3 years respectively, P = 0.24) and overall SES (P = 0.26). 
However, differences were found in ethnic composition between the groups (subjects: 83% 
Caucasians, 6% African-Americans, 6% Hispanic, 3% biracial and 2% Native American; 
controls: 69% Caucasians, 26% African-Americans, 3% Hispanic and 2% biracial; P = 0.03). 
Because the correlations between social skills, social cognition and other measures were 
performed only within the 22q11DS group, and not across the 22q11DS and control groups, we 
did not include race as a covariate in the analyses. 
Measures of cognitive functioning 
All the assessments were administered by trained graduate students in Psychology or a doctoral 
level clinician. The participants underwent a battery of tests, based on the NIMH-MATRICS for 
assessment of neurocognition in schizophrenia (Kern et al. 2004), designed to measure verbal 
and non-verbal abilities (WISC-IV) (Wechsler 2003), sustained attention (CPT_AX and 
CPT_IP) (Cornblattet al. 1988), executive functions (Wisconsin Card Sorting Test, WCST) 
(Chelune & Baer 1986), verbal learning and memory (California Verbal Learning Test- 
Children's Version, CVLT) (Delis et al. 1993). 
Measures of psychopathology and behaviour 
The CBCL (Achenbach & Ruffle 2000) and the C-DISC (NIMH-CDISC 2004) were 
administered to the parents/guardians of the children with 22q11DS and the control participants; 
both instruments are well-validated with high rates of reliability. The CBCL provided 
internalising, externalising and total problems symptoms scores for assessment of behaviour. The 
CBCL is a widely used parent-rating scale for child social-behavioural problems and is highly 
reliable (test–retest reliability: r = 0.95; inter-interviewer reliability: r = 0.93) (Achenbach & 
Ruffle 2000). We did not utilise the social skills T-score and social problems T-score from the 
CBCL, because we had clinical scales to assess social competency and social problems, in the 
form of the SSRS. 
The C-DISC is a comprehensive, structured interview that covers 36 mental health disorders for 
children and adolescents using DSM-IV criteria (NIMH-CDISC 2004). The C-DISC is the most 
widely used and studied mental health interview that has been tested in both clinical and 
community populations. From the C-DISC, we extracted thespecific diagnoses, the presence of 
two or more diagnoses and whether a child received a diagnosis of any anxiety disorder. A 
global assessment of function (GAF) score was computed by the clinicians assessing the 
children. The GAF is a numeric scale (0–100) that is used by clinicians to rate functionality of 
individuals based on the social, occupational and psychological functioning using DSM-IV 
criteria (Hall 1995). 
Social skills 
Social skills of the participants were measured using the parent rated SSRS that measures social 
behaviours and behaviours that could interfere with the development of social skills and 
academic functioning (Gresham & Elliot 1990). The scale was designed to screen and classify 
social skills of children in the pre-school through high school grades. It yields standardised total 
social skills scaled score, and four nominal behaviour ratings. The measures used in our study 
were the norm-based total score and problem behaviours scale. 
Social cognition 
The emotion perception and processing domain of social cognition was tested using the 
Diagnostic Analysis of Non-Verbal Accuracy (DANVA), Child Facial Expressions and the Child 
Paralanguage subtests (Nowicki & Duke 1994). The computer-administered facial expression 
subtest included 24 photographs of child models (12 female, 12 male per subtest) displaying 
equal numbers of high- and low-intensity expressions of happiness, sadness, anger and fear. 
Faces appeared for 2 s. The computer-administered paralanguage subtest includes 16 trials in 
which a 10-year-old girl repeated the sentence ‘I am going out of the room now, but I’ll be back 
later’ in such a way as to communicate happy, sad, angry and fearful emotion. In a forced-choice 
format, participants indicate the emotions expressed by the face/tone of voice by a button-press. 
Results were measured in terms of total errors (i.e. misidentified emotions) and number of high- 
and low-intensity errors. The DANVA has been shown to be reliable and valid (Nowicki & 
Carton 1993; Nowicki & Duke 1994). 
Data analyses 
Statistical tests were performed using SPSS version 18.0, with independent sample t-tests for 
continuous variables. Fisher's exact test was employed for 2 × 2 contingency tables and chi-
square for other categorical variables to examine the differences in social skills, social cognition, 
psychopathology and neuropsychological functions between the two groups. Pearson correlations 
were computed to determine associations between the social skills, social cognition and 
neuropsychological/behaviour/psychiatric measures. In order to examine if social skills scores 
were predicted by ADHD or any anxiety disorder and if the association was different in the 
22q11DS and control groups (i.e. whether group membership moderated the relations of social 
skills deficits), a series of linear regression analyses were computed. Group (22q11DS and 
control group) was entered at the first step, the dichotomous code for the disorder (any 
anxiety/ADHD) was entered at the second step and group by disorder interaction was entered in 
the final step. A significant interaction term would indicate that the group moderated the relation 
of social skills deficits and the disorder. Similarly, we examined the variance associated with 





Children with 22q11DS exhibited significantly lower social skills total score and more problem 
behaviours than the control participants, with moderate effect sizes being present (Table 1). 
 
Table 1.  Cognitive, behaviour problems, social skills and psychopathology in children with 
22q11DS compared with controls 
Measures 22q11DS Mean (SD) Control Mean (SD) t-value Cohen's d 
Neuropsychological functions and psychiatric diagnoses 
The 22q11DS and control groups differed significantly in neuropsychological functioning and 
the rate of internalising symptoms (Table 1). The rate of anxiety disorders was also significantly 
different, with 45% of the participants with 22q11DS having anxiety disorders compared with 
 Continuous performance test – 
AX 1.35 (1.14) 2.65 (1.05) −6.37
*** >1 
Continuous performance test – IP 0.38 (0.47) 1.09 (0.64) −6.95*** >1 
WISC – Verbal comprehension 77.67 (12.77) 98.11 (12.34) −8.75*** >1 
WISC – Perceptual organisation 74.83 (12.28) 101.38 (14.04) −10.95*** >1 
WISC – Working memory 78.61 (15.00) 97.48 (10.16) −7.71*** >1 
WISC – Processing speed 77.60 (13.82) 95.19 (13.59) −6.84*** >1 
WCST – Perseverative errors 86.98 (11.05) 103.63 (14.17) −7.10*** >1 
California Verbal Learning Test 
score 38.66 (11.61) 48.44 (10.31) −4.81
*** 0.89 
CBCL – Internalising score† 59.81 (13.04) 49.98 (12.91) 4.10*** 0.75 
CBCL – Externalising† 52.86 (9.19) 49.31 (11.26) 1.88 0.34 
CBCL – Total Problem Score† 61.16 (9.75) 50.44 (12.17) 5.30 0.97 
SSRS – Total score 89.62 (17.67) 100.17 (16.28) −3.34*** 0.60 
SSRS – Problem behaviours score 105.34 (15.24) 98.07 (14.45) 2.65** 0.50 
Any anxiety disorder 45.4% 15.7% FET < 0.001   
ADHD 39.3% 28.8% FET NS   
GAF 63.59 (8.46) 70.79 (10.29) −4.07*** 0.76 
*** P < 0.001, ** P < 0.01, * P < 0.05. Medium and large effect sizes are in bold. 
 † CBCL data available for 63 participants with 22q11DS and 55 control participants. 
Note: Scores for the GAF are reported in raw scored, with higher scores reflecting a more intact performance; 
CBCL scores are reported in T-score format with a mean = 50 ± 10, with higher scores reflecting more impairment; 
CPT and CVLT scores are reported in z-scores, with mean = 0 ± 1, with higher scores reflecting a more intact 
performance; WISC and WCST scores are reported in standard scores with a mean = 100 ± 15, with higher scores 
reflecting better performance; SSRS scores are reported in standard scores also. 




16% of the control participants (P < 0.001). A portion of these data have been previously 
published (Lewandowski et al. 2007). There was no difference in the incidence of ADHD 
between the two groups, because typical children with ADHD were allowed to participate in the 
study; however, the rate of ADHD in the 22q11DS group of 39%, is much higher than in the 
general population (Barbaresi et al. 2002). GAF was significantly lower in the 22q11DS group.. 
 
Social cognition/emotional perception and processing 
Data on the DANVA measures were available only for 18 subjects and 17 controls; there were 
no differences between 22q11DS and control participants in age and gender. Significant 
differences were found between the two groups in emotional perception and processing testing 
on the facial expressions subtest; however, no significant differences were found in the 
emotional perception and processing by paralanguage subtest between the two groups (Table 2). 
Thus, children with 22q11DS exhibited significant deficits in emotional perception in their 
ability to read facial expressions, but performed relatively better in the processing of emotions by 
tone of the voice. 
 
Table 2.  Social cognition measures in 22q11DS and control groups tested using Diagnostic 
Analysis of Non-Verbal Accuracy-form 2 (DANVA-2) 
 
Measure † 22q11DS Mean (SD) Control Mean (SD) t-value Cohen's d 
 Facial expressions         
 Number of total errors 5.72 (3.03) 2.44 (1.32) 4.01*** >1.00 
 Number of high-intensity errors 1.61 (1.79) 0.44 (0.63) 2.49** 0.87 
 Number of low-intensity errors 4.11 (1.71) 2.00 (1.03) 4.29*** >1.00 
 Z-score −0.89 (1.19) 0.37 (0.52) −3.91*** >1.00 
Paralanguage         
 Number of total errors 6.88 (3.77) 5.06 (1.84) 1.74 0.61 
 Number of high-intensity errors 2.35 (1.9) 1.75 (0.86) 1.16 0.40 
 Number of low-intensity errors 4.53 (2.4) 3.31 (1.45) 1.75 0.60 
 
Correlation between neuropsychological functions and social skills 
We examined the correlation between the neuropsychological measures and social skills in 
children with 22q11DS. Although all of our analyses were based on a priori hypotheses, we 
applied the Bonferroni correction method for multiple correlations (Table 3). 
 
Table 3.  Pearson partial correlations of social skills with measures of neuropsychological 
functions and socio-economic status in children with 22q11DS 
 
 
Measures SSRS – Total score SSRS – Problem behaviours score 
 GAF 0.42 *** −0.33** 
DISC – Any anxiety disorder −0.40*** 0.38** 
DISC – ADHD −0.33** 0.27* 
More than 2 diagnosis on C-DISC −0.41*** 0.32** 
CBCL – Internalising score −0.40*** 0.49*** 
Continuous performance test – AX −0.14 0.11 
Continuous performance test – IP −0.06 0.02 
WISC – Verbal comprehension 0.08 0.04 
WISC – Perceptual organization 0.12 −0.08 
WISC – Working memory 0.14 −0.14 
WISC – Processing speed 0.011 −0.07 
Wisconsin Cart Sort Perseverative errors −0.13 0.25 
California Verbal Learning Test −0.17 0.22 
Overall SES −0.32** 0.07 
DANVA – total errors on visual subtest 0.054 −0.03 
DANVA – total errors on paralanguage subtest 0.202 −0.054 
 
 Z-score −0.5 (1.09) 0.019 (0.5) −1.74 0.64 
** P < 0.05, *** P < 0.001. Medium and large effect sizes are in bold. 
 † Data available for only 18 22q11DS subjects and 17 controls. 
  
*** P < 0.001, ** P < 0.01, * P < 0.05. 
Magnitude of correlation: 0.1 = small, 0.3 = moderate and ≥0.5 = large; adjusted level of 
significance of correlation coefficients after Bonferroni's correction is 0.003; correlations that 
survive Bonferroni corrections are bolded. 
 
Social Competence Correlations: Lower social competency, based on the SSRS total score was 
associated with higher rates of anxiety disorders, ADHD, having more than two psychiatric 
diagnoses and more internalising symptoms. Social competency was positively associated with 
GAF as well as parental SES (note that a lower SES is indicated by a higher number). Lowering 
the α to 0.0036 (0.05/14 comparisons) with the application of the Bonferroni corrections resulted 
in the associations between social skills competence and anxiety disorders, internalising 
symptoms and GAF to remain significant, as seen in Table 3. There were no significant 
correlations of SSRS total scores with IQ indices, executive function, attention, and verbal 
learning and memory. 
Social Problem Behavior Correlations: Problem behaviours on the SSRS were significantly more 
in those with more internalising problems, even after application of the Bonferroni correction. 
Those with anxiety disorders, ADHD, more than two psychiatric diagnoses, and lower GAF had 
more problem behaviours, but these associations did not survive Bonferroni corrections 
(Table 3). Problem behaviours on the SSRS did not correlate with neurocognitive functioning. 
Correlations of emotion recognition with neuropsychological function and social skills 
The correlations between the neuropsychological data and the DANVA scores on facial 
expression recognition, as well as the social skills scores and facial expression recognition were 
examined in the 22q11DS group and no significant correlations were found. 
Regression analyses 
On linear regression analyses (Tables 4–6), we found that both anxiety disorders and ADHD 
accounted for significant variance in social skills total score and problem behaviours, as did 
group membership, as expected. We did not a see an interaction of group membership with either 
anxiety or ADHD, indicating that the association between anxiety/ADHD and social skills is 
similarly moderated in both groups. SSRS scores predicted a significant amount of variance in 
GAF, and although not differentially so between the 22q11DS and control groups, it underscores 
the importance of social skills in the overall functioning of these children. 
 




Group ADHD Group × ADHD 
R2 change β f2 R2 change β f2 R2 change β f2 
 SSRS – Total score 0.07 0.27** 0.08 0.07 −0.27** 0.08 0.007 0.09 0.007 
SSRS – Problem behaviour score 0.04 −0.19 0.04 0.09 0.30** 0.09 0.000 0.002 0 
 
*** P < 0.001, ** P < 0.01. 
 
Table 5.  Relationship of group and presence of any anxiety disorder with social skills 
Criteria 
Group Any anxiety disorder Group × any anxiety 
R2 change β f2 R2 change β f2 R2 change β f2 
 SSRS – Total score 0.72 0.27** 2.57 0.13 −0.37*** 0.15 0.001 0.03 0.001 
SSRS – Problem behaviour score 0.04 −0.19 0.04 0.11 0.35*** 0.12 0.001 −0.032 0.001 
*** P < 0.001, ** P < 0.01. 
Effect sizes that are medium or large are in bold. 
 
Table 6.  Relationship of group and GAF with social skills 
 
Criteria 
Group SSRS-Total score Group × total score 
R2 change β f2 R2 change β f2 R2 change β f2 
 
GAF 
0.15 0.39*** 0.18 0.15 0.40*** 0.18 0.000 0.02 0 
Group SSRS – Problem score Group × problem score 
0.14 0.37** 0.16 0.16 −0.40*** 0.19 0.007 −0.09 0.007 
*** P < 0.001, ** P < 0.01. 
Effect sizes that are medium or large are in bold. 
 
Discussion 
The empirical literature on children with 22q11DS includes only a few reports on specific 
deficits in social skills in the domains of cooperation, assertion and responsibility (Kiley-
Brabeck & Sobin 2006), and elevated social problems sub-scale mean score on the CBCL 
(Woodin et al. 2001; Bearden et al. 2005). Our findings substantiate the frequent and significant 
social skill difficulties these children face, an important finding, as social skills are crucial not 
just to success among peers, but also to academic functioning (Coieet al. 1990; Wentzel 1993). 
Similarly, our finding of a correlation between SSRS and GAF attests to the association between 
social skills competence and overall functioning. Social skills are considered in the computation 
of GAF, so this association is not surprising, but it would be expected that improvement of social 
skills would result in better GAF in these children. Lower social skills competence and higher 
social skill problems in our 22q11DS cohort were also significantly correlated with higher rates 
of ADHD, anxiety disorders and internalising problems on the parent CBCL. With this, we 
provide evidence for the first time that social skills in children with 22q11DS are predicted by 
psychiatric/psychopathological manifestations. It is also plausible that poor social skills in these 
children with 22q11DS result in psychopathology such as ADHD and anxiety; however, based 
on the facts that both ADHD and anxiety are considered to be integral to 22q11DS and that 
empiric literature reports in typical children also supports the notion that anxiety and ADHD can 
lead to poor social skills (Ginsburg et al. 1998; Segrin 2000), we believe that anxiety disorders 
and ADHD more likely resulted in poor social skills in our cohort. 
There were no correlations between social skills and IQ, or higher neurocognitive functions such 
as executive functioning within the 22q11DS group and thus it is unlikely that the social skill 
deficits that we saw in our cohort are associated with their lower intellectual abilities. A previous 
study reported a significant association between social skills and executive dysfunction in 
children with 22q11DS (Kiley-Brabeck & Sobin 2006), with initiation and monitoring predicting 
social skills (Kiley-Brabeck & Sobin 2006); however, the authors acknowledged the limitation of 
using a parent report as a measure of executive functioning. We administered the WCST to our 
participants, a well-validated measure of set shifting and cognitive flexibility and found no 
association between these executive functions and social skills. However, it is possible that 
neurocognition is indeed associated with social skills in children with 22q11DS, but due to the 
universal cognitive impairments that these children exhibit, we may not be able to detect 
differential associations within the group; alternatively this association may manifest at specific 
developmental stages, such as with the onset of major psychiatric illnesses such as 
schizophrenia, which is associated with a decline in both cognitive abilities and social skills. 
Thus, further longitudinal assessment of our cohort would yield important information in this 
regard. 
Emotion recognition testing in our cohort revealed that children with 22q11DS had significant 
deficits in the perception and processing of emotions through facial expressions compared with 
the controls. This supports the previous studies that have reported abnormalities in face emotion 
recognition including face identity matching, face memory and face discrimination and the 
corresponding brain activation by fMRI in 22q11DS (Andersson et al. 2008; Campbell et al. 
2010; Glaser et al. 2010). These deficits in children with 22q11DS could possibly be related to 
abnormalities in the temporal lobe circuits, particularly in the fusiform gyrus, which are involved 
in visual recognition and social cognition (Barnea-Goraly et al. 2003; Glaser et al. 2007). In a 
small fMRI study of eight adults with 22q11DS with and without schizophrenia, hypoactivation 
of the right insula and the frontal regions was seen during visual processing of facial emotions 
(van Amelsvoort et al. 2006) and it was suggested that individuals with 22q11DS may have the 
ability to exhibit normal or enhanced affective responses to facial expression (intact affective 
empathy), but lack the necessary social and contextual abilities to interpret socio-emotional cues 
(lack of cognitive empathy). However, it is hard to tease out deficits integral to 22q11DS from 
those related to schizophrenia in that study. Our finding of impaired visual recognition of 
emotions in non-psychotic children with 22q11DS does not support the finding of intact affective 
responses in their paper. It is possible that the increased activation of the visual cortices in their 
study could represent over-recruitment of neurons rather than better face emotion recognition. 
Similarly, all the other studies (Andersson et al. 2008; Glaser et al. 2010) that have evaluated 
face emotion recognition in individuals with 22q11DS included both non-psychotic and 
psychotic individuals, thus making it difficult to separate social cognitive deficits because of 
psychosis from those that are central to 22q11DS. Because none of our subjects had psychotic 
symptoms, we provide evidence for the first time, that social cognition based on visual 
discrimination of emotions, is impaired in children with 22q11DS. 
We are also the first to examine auditory discrimination of emotion in children with 22q11DS, 
relative to a healthy control group. Contrary to our expectations, we found that children with 
22q11DS performed no differently than controls on auditory discrimination of social cues. We 
considered if this could be due to the higher rates of non-verbal learning deficits in these children 
as reported previously (Swillen et al. 1997, 2000), which would provide a relative strength in 
verbal abilities to these children, resulting in better auditory discrimination of all stimuli, 
including emotions. Approximately 20% of children in our cohort with 22q11DS have a split of 
more than 12 points on the verbal comprehension and perceptual organisation IQ indices, with 
the verbal being higher, one indicator of a non-verbal learning disability. However, our sample 
size is not large enough to apportion out these children and examine their auditory emotional 
perception and processing in relationship to the others who did not have this split in their IQ 
indices, but this remains a topic worthy of examination in the future. It is also to be noted that 
based on the medium and large effect sizes that were evident on the auditory emotion 
discrimination task, that we may be underpowered to detect differences between the 22q11DS 
and control groups. 
An intriguing and surprising finding is the lack of correlation between the social cognitive 
measures (visual and auditory DANVA) and social skills (SSRS) in our study. A possible 
explanation could be that SSRS may not be capturing the specific deficits related to social 
cognition that are seen in children with 22q11DS. Another possibility is that the parent ratings on 
the SSRS may be influenced by the rates of other psychological/medical problems that these 
children face continually; consequently parents may be underreporting the social problems. This 
is plausible, given that the differences between the 22q11DS and control groups were not as 
dramatic for the SSRS scores as they were for the other neurocognitive/behavioural domains 
(Table 1). 
Implications for interventions 
There is a need for assessment and interventions to improve social skill competence in children 
with 22q11DS. It is the clinical experience of the authors that this is frequently overlooked, both 
by the parents and caregivers, due in part to the more overt medical and cognitive/psychiatric 
problems that demand medical attention. Although this is not an intervention report, we propose 
an intervention model (Fig. 2) based on our confirmed associations between social skills and 
behaviour/emotional problems. Such interventions could improve social skills, and thereby 
overall functioning of children with 22q11DS. The model illustrates three pathways of 
interventions that we propose. Although our model includes improving SES, we acknowledge 
that improving a family's socio-economic circumstances is difficult and requires societal and 
economic reform, but nonetheless, clinicians caring for families with a child with 22q11DS 
should enquire into access to resources such as counselling or social skills training that the 
family may not have and make appropriate referrals to improve such access. An additional 
possibility is that interventions targeted at improving visual skills, especially visual attention and 
non-verbal learning deficits in children with 22q11DS may help in overcoming difficulties with 
social cognition, and thereby social skills, although we did not evaluate this in our study. It is 
also possible that improvements in neurocognition may result in social skills, despite the lack of 




Figure 2. Diagram of proposed intervention pathways to improve social skills, based on 
confirmed associations. Intervention model to improve Social Skills in children with 22q11DS: 
Pathway 1 would treat psychopathology and improve the resources available to families of lower 
SES. Pathway 2 would directly intervene with social skills training. Pathway 3 would employ all 
the strategies used in Pathways 1 and 2. Improvement of social skills using these pathways of 
intervention should translate into improved global functioning. Based on our data, the impact of 
neurocognitive and social cognitive interventions upon social skills are unknown, but it would be 
reasonable to postulate that improvements in these domains may result in improvements in 
global functioning, even without an improvement in social skills. 
Social skills training have been found to be effective in improving functionality in individuals 
with schizophrenia in the adult population (Tsang et al. 2009). Even though this may not be 
directly comparable with children and adolescents with 22q11DS, the implications of treating the 
social skill deficits in these children may have far-reaching effects, given their extraordinarily 
high psychosis risk. While we did not implement the interventions in our study population, the 
findings from our study would influence the future treatments that could be implemented for the 
social impairments in children with 22q11DS. 
The limitations of our study are: (1) DANVA data were available only on a small number of 
participants and we did not assess other aspects of social cognition such as theory of mind; (2) 
the SSRS has the limitation of assessing social competence rather than impairments, although it 
is a widely used research tool; (3) the SSRS may also fail to capture the type of deficits that 
children with 22q11DS experience, as anecdotally reported by parents in our study who 
completed the scale; and (4) the battery of neuropsychological assessments used in our study are 
not specifically designed to use in the 22q11DS population as there are no tests that are designed 
for this population that are available. However, all the assessments that we employed are normed 
for the paediatric population and have been used extensively in research studies and are well-
validated. 
In conclusion, children with 22q11DS were found to have significantly lower social skills and 
increased problem behaviours, and deficits in social cognition involving visual processing. The 
lower social skills and higher problem behaviours were associated with abnormalities in 
behaviour/emotion such as internalising symptoms, ADHD and anxiety disorders, but not with 
neurocognition, suggesting the possibility that treating the behaviour or emotional problems may 
facilitate the improvement of social skills in this population. 
 
References 
Achenbach T. M. & Ruffle T. M. (2000) The Child Behavior Checklist and related forms for 
assessing behavioral/emotional problems and competencies. Pediatrics in 
Review 21, 265–71. 
 
Adolphs R. (2009) The social brain: neural basis of social knowledge. Annual Review of 
Psychology 60, 693–716. 
 
van Amelsvoort T., Schmitz N., Daly E., Deeley Q., Critchley H., Henry J. et al. 
(2006) Processing facial emotions in adults with velo-cardio-facial syndrome: functional 
magnetic resonance imaging. The British Journal of Psychiatry 189, 560–1. 
 
 
Andersson F., Glaser B., Spiridon M., Debbane M., Vuilleumier P. & Eliez S. (2008) Impaired 
activation of face processing networks revealed by functional magnetic resonance 
imaging in 22q11.2 deletion syndrome. Biological Psychiatry 63, 49–57. 
 
Barbaresi W. J., Katusic S. K., Colligan R. C., Pankratz V. S., Weaver A. L., Weber K. J. et al. 
(2002) How common is attention-deficit/hyperactivity disorder? Incidence in a 
population-based birth cohort in Rochester, Minn. Archives of Pediatrics & Adolescent 
Medicine 156, 217–24. 
 
Barnea-Goraly N., Menon V., Krasnow B., Ko A., Reiss A. & Eliez S. (2003) Investigation of 
white matter structure in velocardiofacial syndrome: a diffusion tensor imaging 
study. The American Journal of Psychiatry 160, 1863–9. 
 
Bearden C. E., Jawad A. F., Lynch D. R., Monterossso J. R., Sokol S., Donald-McGinn D. 
M. et al. (2005) Effects of COMT genotype on behavioral symptomatology in the 
22q11.2 Deletion Syndrome. Child Neuropsychology 11, 109–17. 
 
Campbell L., McCabe K., Leadbeater K., Schall U., Loughland C. & Rich D. (2010) Visual 
scanning of faces in 22q11.2 deletion syndrome: attention to the mouth or the 
eyes? Psychiatry Research 177, 211–15. 
 
Chelune G. J. & Baer R. A. (1986) Developmental norms for the Wisconsin Card Sorting 
test. Journal of Clinical and Experimental Neuropsychology 8, 219–28. 
 
Chow E. W., Watson M., Young D. A. & Bassett A. S. (2006) Neurocognitive profile in 22q11 
deletion syndrome and schizophrenia.Schizophrenia Research 87, 270–8. 
 
Coie J. D., Dodge K. A. & Kupersmidt J. B. (1990) Peer group behavior and social status. 
In: Peer Rejection in Childhood (ed. J. D. Coie), pp. 17–59. Cambridge University Press, 
Cambridge. 
 
Cornblatt B. A., Risch N. J., Faris G., Friedman D. & Erlenmeyer-Kimling L. (1988) The 
Continuous Performance Test, identical pairs version (CPT-IP): I. New findings about 
sustained attention in normal families. Psychiatry Research 26, 223–38. 
 
 
Debbane M., Glaser B., David M. K., Feinstein C. & Eliez S. (2006) Psychotic symptoms in 
children and adolescents with 22q11.2 deletion syndrome: neuropsychological and 
behavioral implications. Schizophrenia Research 84, 187–93. 
 
Delis D. C., Kramer J. H., Kaplan E. & Ober B. A. (1993) California Verbal Learning Test-
Children's Version (CVLT-C). The Psychological Corporation, San Antonio, TX. 
 
Feinstein C., Eliez S., Blasey C. & Reiss A. L. (2002) Psychiatric disorders and behavioral 
problems in children with velocardiofacial syndrome: usefulness as phenotypic indicators 
of schizophrenia risk. Biological Psychiatry 51, 312–18. 
 
Fett A. K., Viechtbauer W., Dominguez M. D., Penn D. L., van Os J. & Krabbendam 
L. (2011) The relationship between neurocognition and social cognition with functional 
outcomes in schizophrenia: a meta-analysis. Neuroscience and Biobehavioral 
Reviews 35,573–88. 
 
Furst K. B., Dool C. B. & Rourke B. P. (1995) Velocardiofacial syndrome. In: Syndrome of 
Nonverbal Learning Disabilities (ed. B. P. Rourke), pp. 119–37. Guilford, New York. 
 
Gerdes M., Solot C., Wang P. P., Moss E., LaRossa D., Randall P. et al. (1999) Cognitive and 
behavior profile of preschool children with chromosome 22q11.2 deletion. American 
Journal of Medical Genetics 85, 127–33. 
 
Ginsburg G. S., La Greca A. M. & Silverman W. K. (1998) Social anxiety in children with 
anxiety disorders: relation with social and emotional functioning. Journal of Abnormal 
Child Psychology 26, 175–85. 
 
Glaser B., Schaer M., Berney S., Debbane M., Vuilleumier P. & Eliez S. (2007) Structural 
changes to the fusiform gyrus: a cerebral marker for social impairments in 22q11.2 
deletion syndrome? Schizophrenia Research 96, 82–6. 
 
Glaser B., Debbane M., Ottet M. C., Vuilleumier P., Zesiger P., Antonarakis S. E. et al. 
(2010) Eye gaze during face processing in children and adolescents with 22q11.2 deletion 
syndrome. Journal of the American Academy of Child and Adolescent 
Psychiatry49, 665–74. 
 
Golding-Kushner K. J., Weller G. & Shprintzen R. J. (1985) Velo-cardio-facial syndrome: 
language and psychological profiles. Journal of Craniofacial Genetics and 
Developmental Biology 5, 259–66. 
 
Gresham F. M. & Elliot S. N. (1990) Social Skills Rating System. American Guidance Service, 
Inc., Circle Pines, MN. 
 
Hall R. C. (1995) Global assessment of functioning. A modified scale. Psychosomatics 36, 267–
75. 
 
Hercher L. & Bruenner G. (2008) Living with a child at risk for psychotic illness: the experience 
of parents coping with 22q11 deletion syndrome: an exploratory study. American Journal 
of Medical Genetics. Part A 146A, 2355–60. 
 
Hollingshead A. B. (1975) Four Factor Index of Social Status. Yale University Department of 
Sociology, New Haven. 
 
Hollingshead A. B. & Redlich F. C. (2007) Social class and mental illness: a community study. 
1958. American Journal of Public Health 97, 1756–7. 
 
Jansen P. W., Duijff S. N., Beemer F. A., Vorstman J. A., Klaassen P. W., Morcus M. E. et al. 
(2007) Behavioral problems in relation to intelligence in children with 22q11.2 deletion 
syndrome: a matched control study. American Journal of Medical Genetics. Part 
A143, 574–80. 
 
Johnstone E. C., Ebmeier K. P., Miller P., Owens D. G. & Lawrie S. M. (2005) Predicting 
schizophrenia: findings from the Edinburgh High-Risk Study. The British Journal of 
Psychiatry 186, 18–25. 
 
Kern R. S., Green M. F., Nuechterlein K. H. & Deng B. H. (2004) NIMH-MATRICS survey on 
assessment of neurocognition in schizophrenia. Schizophrenia Research 72, 11–19. 
 
Kiley-Brabeck K. & Sobin C. (2006) Social skills and executive function deficits in children 
with the 22q11 Deletion Syndrome. Applied Neuropsychology 13, 258–68. 
 
Klin A., Jones W., Schultz R., Volkmar F. & Cohen D. (2002) Visual fixation patterns during 
viewing of naturalistic social situations as predictors of social competence in individuals 
with autism. Archives of General Psychiatry 59, 809–16. 
 
Kobrynski L. J. & Sullivan K. E. (2007) Velocardiofacial syndrome, DiGeorge syndrome: the 
chromosome 22q11.2 deletion syndromes. Lancet 370, 1443–52. 
 
Lewandowski K. E., Shashi V., Berry P. M. & Kwapil T. R. (2007) Schizophrenic-like 
neurocognitive deficits in children and adolescents with 22q11 deletion 
syndrome. American Journal of Medical Genetics. Part B 144, 27–36. 
 
Mancuso F., Horan W. P., Kern R. S. & Green M. F. (2011) Social cognition in psychosis: 
multidimensional structure, clinical correlates, and relationship with functional 
outcome. Schizophrenia Research 125, 143–51. 
 
Miller T. J., McGlashan T. H., Rosen J. L., Somjee L., Markovich P. J., Stein K. et al. 
(2002) Prospective diagnosis of the initial prodrome for schizophrenia based on the 
Structured Interview for Prodromal Syndromes: preliminary evidence of interrater 
reliability and predictive validity. The American Journal of Psychiatry 159, 863–5. 
 
Murphy K. C., Jones L. A. & Owen M. J. (1999) High rates of schizophrenia in adults with velo-
cardio-facial syndrome. Archives of General Psychiatry 56, 940–5. 
 
NIMH-CDISC (2004) Computerized Diagnostic Interview Schedule for Children. 
 
Nowicki S., Jr & Carton J. (1993) The measurement of emotional intensity from facial 
expressions. The Journal of Social Psychology133, 749–50. 
 
Nowicki S., Jr & Duke M. P. (1994) Individual differences in the nonverbal communication of 
affect: The Diagnostic Analysis of Nonverbal Accuracy Scale. Journal of Nonverbal 
Behavior 8, 9–35. 
 
Papolos D. F., Faedda G. L., Veit S., Goldberg R., Morrow B., Kucherlapati R. et al. 
(1996) Bipolar spectrum disorders in patients diagnosed with velo-cardio-facial 
syndrome: does a hemizygous deletion of chromosome 22q11 result in bipolar affective 
disorder? The American Journal of Psychiatry 153, 1541–7. 
 
Pulver A. E., Nestadt G., Goldberg R., Shprintzen R. J., Lamacz M., Wolyniec P. S. et al. 
(1994) Psychotic illness in patients diagnosed with velo-cardio-facial syndrome and their 
relatives. The Journal of Nervous and Mental Disease 182, 476–8. 
 
Roizen N. J., Antshel K. M., Fremont W., AbdulSabur N., Higgins A. M., Shprintzen R. J. et al. 
(2007) 22q11.2DS deletion syndrome: developmental milestones in infants and 
toddlers. Journal of Developmental and Behavioral Pediatrics 28, 119–24. 
 
Schyns P. G., Bonnar L. & Gosselin F. (2002) Show me the features! Understanding recognition 
from the use of visual information.Psychological Science 13, 402–9. 
 
Segrin C. (2000) Social skills deficits associated with depression. Clinical Psychology 
Review 20, 379–403. 
 
Shashi V., Keshavan M., Kaczorowski J., Schoch K., Lewandowski K. E., McConkie-Rosell 
A. et al. (2010) Socioeconomic status and psychological function in children with 
chromosome 22q11.2 deletion syndrome: implications for genetic counseling. Journal of 
Genetic Counseling 19, 535–44. 
 
Shprintzen R. J. (2000) Velocardiofacial syndrome. Otolaryngologic Clinics of North 
America 33, 1217–40. 
 
Shprintzen R. J. (2008) Velo-cardio-facial syndrome: 30 Years of study. Developmental 
Disabilities Research Reviews 14, 3–10. 
 
Shprintzen R. J., Goldberg R., Golding-Kushner K. J. & Marion R. W. (1992) Late-onset 
psychosis in the velo-cardio-facial syndrome.American Journal of Medical 
Genetics 42, 141–2. 
 
Simon T. J., Takarae Y., DeBoer T., McDonald-McGinn D. M., Zackai E. H. & Ross J. 
L. (2008) Overlapping numerical cognition impairments in children with chromosome 
22q11.2 deletion or Turner syndromes. Neuropsychologia 46, 82–94. 
 
Swillen A., Devriendt K., Legius E., Eyskens B., Dumoulin M., Gewillig M. et al. 
(1997) Intelligence and psychosocial adjustment in velocardiofacial syndrome: a study of 
37 children and adolescents with VCFS. Journal of Medical Genetics 34, 453–8. 
 
Swillen A., Devriendt K., Legius E., Prinzie P., Vogels A., Ghesquiere P. et al. (1999) The 
behavioural phenotype in velo-cardio-facial syndrome (VCFS): from infancy to 
adolescence. Genetic Counseling 10, 79–88. 
 
Swillen A., Vogels A., Devriendt K. & Fryns J. P. (2000) Chromosome 22q11 deletion 
syndrome: update and review of the clinical features, cognitive-behavioral spectrum, and 
psychiatric complications. American Journal of Medical Genetics 97, 128–35. 
 
Tsang H. W., Chan A., Wong A. & Liberman R. P. (2009) Vocational outcomes of an integrated 
supported employment program for individuals with persistent and severe mental 
illness. Journal of Behavior Therapy and Experimental Psychiatry 40, 292–305. 
 
Wechsler D. (2003) Intelligence Scale for Children, 4th edn. The Psychological Corporation, San 
Antonio, TX. 
 
Wentzel K. (1993) Does being good make the grade? Social behavior and academic competence 
in middle school. Journal of Educational Psychology 85, 357–64. 
 
Woodin M., Wang P. P., Aleman D., Donald-McGinn D., Zackai E. & Moss 
E. (2001) Neuropsychological profile of children and adolescents with the 22q11.2 
microdeletion. Genetics in Medicine 3, 34–9. 
 
 
